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Inventive step (IS) 

Industrial applicability (IA) 
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No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 
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EeJtemJU 

a N pXw^^ men, " ° P,ni0 " W " h ^ to n ° ve,ty ' «*' - »—«- 

BeJlenxY 

Reasoned statement under Rule 66.2faVih with rona^ , - 

o r ^ app,,^ CItettons Jjarssa 

1 ■ Reference is made to the following documents 

01 : cTss f?T t N ' 51 AL " Phen V ,a -'no-p y nmidine (PAP) - derivatives- a new 
class of potent and highly selective PDGF-receotor , . 

inhibitors" BIOORGANIC & MED.C.NAL^HeX^ 
QBLvoL 6, no. 11, 4 June 1996 (1996-06-04), pages 1221-1226 
XP0041 34858 ISSN: 0960-894X ' 
WO 02/22597 A (NOVARTIS ERFIND VERWALT GMBH ■ BRFITPmqtct.k, 
WERNER (CH); CARAVATTI G.O) 21 March ^ 0^^)^™ 
WO 02/093164 A (AXXIMA PHARMACEUTICALS AG BACHFR pppAi r, 

US-B-6 180 631 1 (KUTSCHER BERNHARD ET AL) 30^ Si (2001- 
D5: WO 03/022833 (SMITHKLINE BEECHAM PLC) 20 March 2003 
2. Novelty (article 33(1 ) and (2)PCT) 



D2: 
D3: 
D4: 



»— - moieties can b e 

SS^^^JS preseM a comple,e,y other °°™™<°. 

subject-matter d ' Sre>9arded ** ,he assessme "'= « the novetty of the present 

BEST AVAILABLE CO"" 

Fom PCT/aw ShM,4W (She., ,) (EPOJ«™,S0CM) 
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1 — — PCT/EP2004/OOfi3l7 

The 2-pyrimidyl derivatives 3-7, 13-14 disclosed by D1 (see scheme 1 *nri t=,K. « 

present Claim 1), The general formulae claimed by Claims 4-7 of D2 present 
overlapping regions with the present claimed formula (I) (claim 1) Mone^Tthe 
examp es 1-1 6 disclosed by D2 are novelty-destroying embodiments forTe 
presen claimed genera, structure (I). D3 disclose compounds of fomnute m (see 
Cla,m 1), wh,ch present an overlapping region with the present cla™ 
compounds of formula (I), when R Is methyl, Z is NHCOXf see Cte^s l a „rt « , 
D3 and presen, Claim 1). Moreover, the examples 2 7 3 0 
32, 34 36, 37 39, 46, 51-53, 55-56, 78, 81 and 82 are novelty deirSng ' ' 
embodiments for the present claimed structure (I). The (4-pyr,din!2ySmi dln 2vl 

wTeC, Tt nT * 9 4 W ridM -V — ^pyrldinVy" amine dte"b7 
D3 (see Claim 3 of D3 when Z is NH2) are novelty destroying for the subi«7 

tfformu'la m d , by,h rt e rr C ' aim 33 ' C °~,y, ^ no^Xunds 
of formula (I) claimed by the present Claim 1 cannot be acknowledged. 

Inventive step (Article 33(1) and (3)PCT) 

eih?r'n^l° C H Um f " ,S D1 " D3 diSC ' OSe oom P° u "«s «>° general formulae which are 
erther novelty destroying embodiments or present overlapping regions with me 
present general structure (I), an inventive step can be discussed only WheT 

The present application describes compounds of formula (I) for which R1 is a 
phenyl or heteroary, moiety and R2 is a phenyl moiety as RAF kin Je inhibftore 
and therefore useful to treat proliferative diseases. mniDitors 

Can "g=>*d as being the closest prior art, disclosed compounds 
which drtfer from th e present compounds of fo rmulae (ll-V) only throuZhe 
substitution of present h, .nolety (see prelim sUuulures -V and he e^ nksoT- 
D2). The compounds disclosed by D2 are also useful in treatment of preSrive 
diseases and moreover they can ac, in the Map kinase pathway (see D2 0^6 

T*Tu- " r 69 " ,0 136 irreleVart ,hat D1 " D3 *> "°> discTe s^aciS 
he RAF kinase affinity of 2-amino-pyrimidyl derivatives, since it refer to mesame 
use ,n terms of disorders to be treated (proliferative diseases). The possiWe 
discovery of a specific mechanism cannot be taken as an objective proWem and 
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eventually an inventive step as such. As it was shown, the compounds of D1-D3 
are appropriate to treat exactly the same diseases as the compounds of the ' 
present application. Since it is not clear from the present application in 
comparison with the prior art compounds that other diseases could be treated with 
the present compounds, the prior art compounds should be considered as 
technically equivalent with the present compounds. Consequently, no inventive 
step can be acknowledged for the present subject-matter as it is not yet shown bv 
appropriate information, e.g. in form of experimental data, either that substantially 
all the claimed compounds have un unexpected property or improved activity over 
the structurally closest prior art compounds, which is attributable to the 
distinguishing feature of the invention or that other not disclosed disease bv the 
prior art can be treated by the present compounds. 
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